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Targeting expression of a transgene to the airway surface 
epithelium using a ciliated cell-specific promoter. 
Ostrowski L.E.; Hutchins J.R.; Zakel K. ; O'Neal W.K. 
L.E. Ostrowski, Cystic Fibrosis/Pulmonary Research, 
Treatment Center, University of North Carolina, 6123A 
Thurston-Bowles Building, Chapel Hill, NC 27599-7248, 
United States, ostro@med.unc.edu 
Molecular Therapy, (2003) 8/4 (637-645) . 
Refs: 41 
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Journal; Article 
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.' use of these promoters for gene therapy of cystic fibrosis (CF) 
may produce undesirable effects by directing high levels of CFTR 
expression in cells that normally do not synthesize this protein. In 
contrast, a vector containing a ciliated cell-specific promoter and. 
the lung would be active only in the ciliated cells that line the surface 
of the airways. Ciliated cells express CFTR and are in direct 
contact with the airway surface liquid normally regulated by CFTR 
. To develop a ciliated cell -specif ic promoter for CF gene therapy, we 
have characterized the promoter region of the FOXJ1 gene, ... a 
transcription factor required for ciliated cell differentiation. A 
fragment of the human FOXJ1 promoter region was inserted into an 
EGFP expression cassette and used to produce transgenic mice. 
Transgene-positive animals demonstrated strong EGFP expression 
in the ciliated cells of tracheal, bronchial, and nasal epithelium. Our 



results demonstrate that elements within the FOXJ1 promoter. 
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Adeno-associated virus (AAV) -mediated gene transfer in 
respiratory epithelium and submucosal gland cells in human 
fetal tracheal organ culture. 

Lim F.-Y.; Martin B.G.; Sena-Esteves M. ; Radu A. ; 
Crombleholme T.M. 

Dr. T.M. Crombleholme, Division of Pediatric Surgery, 
Children's Inst, for Surg. Science, Children's Hospital of 
Philadelphia, 34th St and Civic Center Boulevard, 
Philadelphia, PA 19104, United States 

Journal of Pediatric Surgery, (2002) 37/7 (1051-1057) . 
Refs: 32 

ISSN: 0022-3468 CODEN : JPDSA3 
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Journal; Conference Article 
007 Pediatrics and Pediatric Surgery 

011 Otorhinolaryngology 
022 Human Genetics 

037 Drug Literature Index 

English 
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Background/Purpose: Since the discovery of the cystic fibrosis 
transmembrane regulator (CFTR) gene, cystic fibrosis has been an 
attractive target for gene therapy. Postnatal gene transfer in the 
respiratory epithelium has been difficult and particularly inefficient in 
the submucosal gland cells, the target cells for CFTR gene 
transfer. The authors hypothesized that during development, there is a 
favorable environment for fetal gene therapy with fewer physical, 
novel human fetal tracheal organ culture system using a serotype 2 
recombinant AAV that contains an enhanced green fluorescent protein ( 
eGFP) reporter gene (AAV-CMV-eGFP) . Methods : Human fetal 
tracheas at between 16 and 20 weeks' gestation age were used in this 
study. The distal end. . .. the open proximal end facing up. Only the 
ante-lumenal surface was exposed to culture media. 5 x 10(9) particles of 
AAV-CMV-eGFP were administered intratracheally through the open 
end. Fetal tracheas were maintained in tracheal organ culture media and 
harvested at either. . . after injection. The fetal tracheas were 
processed for routine H&E , standard electron microscopy (EM) , and 
fluorescence microscopy for analysis of eGFP transgene 

expression. Results: Histology confirmed the preservation of structural 
integrity out to 4 weeks of fetal tracheal organ culture. EM showed intact 
tight junctions of the apical respiratory epithelium. At 2 weeks after 
AAV-CMV-eGFP injection, there was minimal transgene expression. 
However, at 4 weeks there was extensive transgene expression in not only 
the respiratory. 
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PAC based engineering and expression of a genomic CFTR-GFP 
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B.-; Beck, S.; Amaral, M . ; Schindlbauer , D. [Reprint Author] 
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Institute for Molecular Biosciences, The University of 
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the trafficking of CFTR to be studied in vitro and in vivo. In 
previous studies it has been demonstrated that fusion of the 
green fluorescent protein (GFP) to the N-terminus of 
CFTR does lead to functional expression of CFTR chloride 
channels in epithelial cell lines. The aim of the present study was to 
examine whether it is possible to. 
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Laner, A. [Reprint Author]; Ramalho, A.; Cattani, S. 
[Reprint Author]; Christan, S. [Reprint Author]; Marques, 
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Maximilians University, Munich, Germany 

European Journal of Human Genetics, (2 002) Vol. 10, No. 
Supplement 1, pp. 300-301. print. 

Meeting Info.: European Human Genetics Conference 2002 in 
conjunction with the European Meeting on Psychosocial 
Aspects of Genetics 2002. Strasbourg, France. May 25-28, 



2002. European Society of Human Genetics 
ISSN: 1018-4813. 
Conference; (Meeting) 
Conference; (Meeting Poster) 
Conference; Abstract; (Meeting Abstract) 
English 

Entered STN : 22 Oct 2003 
Last Updated on STN: 22 Oct 2003 
PAC based engineering and expression of a genomic CFTR- 
GFP fusion gene. 



(ESHG) 



DOCUMENT TYPE: 



LANGUAGE : 
ENTRY DATE: 



TI 



L6 ANSWER 4 OF 8 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CAPLUS COPYRIGHT 2 004 ACS on STN 
2001: 936513 CAPLUS 
136 :196467 

Trafficking of GFP- tagged . DELTA. F5 0 8 -CFTR to the 
plasma membrane in a polarized epithelial cell line 
Lof f ing-Cueni , Dominique; Loffing, Jan; Shaw, Collin; 
Taplin, Amilyn M. ; Govindan, Malu; Stanton, Caitlin 
R. ; Stanton, Bruce A. 

Department of Physiology, Dartmouth Medical School, 
Hanover, NH, 03755, USA 
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Journal; Article; (JOURNAL ARTICLE) 
English 
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Entered Medline: 20000210 
as a receptor for entry of Pseudomonas aeruginosa and Salmonella 
enterica serovar Typhi into epithelial cells. To evaluate heterogeneity 
in CFTR protein expression in cultured cells and the effect of 
heterogeneity on internalization of different P. aeruginosa and serovar 
Typhi strains, . . . microscopy to study bacterial uptake by Madin-Darby 
canine kidney (MDCK) type I epithelial cells stably expressing a green 
fluorescent protein (GFP) -CFTR fusion 
construct ( MDCK- GFP - CFTR cells) . We found a strong 

correlation between cell size and GFP-CFTR protein expression, with 60 to 
70% of cells expressing. 
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primary cells. Antibody pAb3145 was used to detect the 
expression of the CFTR protein in the cells. When an N-terminal 
GFP-CFTR fusion gene was used to transfect the 
CF cells a functional correction of the CFTR CI- channel was 
detected by patch-clamp electrophysiology . The high efficiency of CFTR 
gene transfer with lactosylated polylysine leads to the. 
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